S/N 10/731,419 



Preliminary Amendment 



INTRODUCTORY COMMENTS 

This preliminary amendment includes claim amendments and a substitute 
specification in accordance with 37 CFR § 1.125 "Substitute Specification." In 
the instant case, the substitute specification provides the most efficient manner of 
satisfying a missing parts notice, mailed September 28, 2004, to file a "sequence 
listing" required under 37 CFR 1.821-1.825. 

Substitute drawings will also be provided to satisfy the "sequence listing" 
missing part. 

Claim Amendments 

Claims Pending before Preliminary Amendment: 1-74 
Please Cancel Claims Without Prejudice: 

3, 6, 10, 12-15, 17-20, 24-27, 29-50, 54-70 
Claims Amended: 1,2,9,11,21,23,28 
Claims Added: None. 

Pending claims: 1,2,4,5,7-9, 11, 16,21-23,28,51-53,71-74 
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AMENDMENTS TO THE CLAIMS 

1. (Amended) A method, comprising: 

synthesizing one or more nucleic acid sequences , each relevant 
for use as a clinical reference; 

tagging at least one end of each sequence for amplification by a 
primer; and 

amplifying the one or more nucleic acid sequences using the 
primer. 

2. (Amended) The method as recited in claim 1, wherein 
the tagging includes attaching an additional sequence of nucleotides, 
wherein the additional sequence is complementary or identical to a 
nucleotide sequence of the primer. 

3 . (Canceled) 

4. (Original) The method as recited in claim 1, wherein: 
the tagging includes attaching a first sequence of nucleotides to a 

first end of each of the one or more synthesized nucleic acid sequences, 
wherein the first sequence is complementary to a nucleotide sequence of 
a first primer of a primer set, and 

the tagging includes attaching a second sequence of nucleotides 
to a second end of each of the one or more synthesized nucleic acid 
sequences, wherein the second sequence is identical to a nucleotide 
sequence of a second primer of a primer set. 



lee ©hayes pile 509-324-9256 



3 



Application No. 10/731,419 



S/N 10/731,419 



Preliminary Amendment 



5. (Original) The method as recited in claim 1, wherein 
the synthesizing comprises synthesizing two complementary nucleic 
acid strands, wherein: 

a first strand includes a first nucleic acid sequence relevant for 
clinical reference and a nucleic acid tag complementary to a first primer 
of a primer set and 

a second strand includes a nucleic acid sequence complementary 
to the first strand and a nucleic acid tag complementary to a second 
primer of a primer set. 

6. (Canceled) 

7. (Original) The method as recited in claim 1, wherein at 
least one of the one or more synthesized nucleic acid sequences includes 
at least one mutation of a nucleotide in a normal human nucleic acid. 

8. (Original) The method as recited in claim 1, further 
comprising synthesizing multiple mixtures of at least one reference 
nucleic acid apiece, wherein: 

each of the multiple mixtures has an associated primer set, and 
wherein: 

each member of one of the multiple mixtures includes a 
first tag attached to a first end of the member, wherein: 

the first tag comprises a sequence of nucleotides 
complementary to a nucleotide sequence of a first primer of the 
associated primer set, and 
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each member includes a second tag attached to a second 
end of the member, wherein: 

the second tag comprises a sequence of nucleotides 
identical to a nucleotide sequence of a second primer of the associated 
primer set. 

9. (Amended) The method as recited in claim 8, further 
comprising combining each of the multiple mixtures with each other and 
separately controlling each of the multiple mixtures to achieve separate 
amounts of amplification for each of the multiple mixtures components. 

10. (Canceled) 

11. (Amended) The method as recited in claim 9, wherein 
separately controlling each of the multiple mixtures includes controlling 

/ a physical characteristic of a combined mixture of the multiple mixtures 
to favor an amplification capability of one primer set over an 
amplification capability another primer set. 

12-15 (Canceled) 

16. (Original) The method as recited in claim 1, further 
comprising adding normal human nucleic acid to the one or more 
synthesized nucleic acid sequences relevant for clinical reference in 
order to achieve a mixture of the nucleic acids representing at least a 
segment of homologous heterozygous alleles. 
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17-20 (Canceled) 

21. (Amended) The method as recited in claim 1[[7]], 
further comprising joining multiple nucleic acid segments using a 
ligation extension to perform the synthesizing one or more reference 
nucleic acid sequences mak e at l e ast on e of th e r e fer e nce nucl e ic acids 
in th e mixtur e. 

22. (Original) The method as recited in claim 21, wherein 
for at least one of the reference nucleic acids, the synthesizing includes: 

synthesizing a first nucleic acid that includes a first end 
comprising a base sequence complementary to the base sequence of the 
first primer and a second end complementary to a base sequence on a 
first end of a bridge nucleic acid; 

synthesizing a second nucleic acid that includes a first end 
comprising a base sequence that matches the base sequence of the 
second primer and a second end complementary to a second end of the 
bridge nucleic acid; and 

making the reference nucleic acid by joining multiple nucleic 
acid segments in the ligation extension, including joining the first 
nucleic acid on one end of the joined segments using the bridge nucleic 
acid and joining the second nucleic acid on the opposite end of the 
joined segments using the bridge nucleic acid. 

23. (Amended) The method as recited in claim 1[[7]], 
further comprising joining multiple nucleic acids using an overlap 
extension to perform the synthesizing one or more reference nucleic acid 
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sequences mak e at l e ast one of the r e f e r e nce nucleic acids in the 
mixture . 

24 -27 (Canceled) 

28. (Amended) The method as recited in claim [[25]] _1, 
wherein the synthesizing and the tagging include a ligation extension of 
two or more nucleic acids. 

29-50 (Canceled) 

51. (Original) A tagged reference nucleic acid for a 
polymerase chain reaction amplification, comprising: 

a synthesized reference nucleic acid having a base sequence 
capable of being used as a reference; 

a first nucleic acid tag bound to a first end of the synthesized 
reference nucleic acid, wherein the first nucleic acid tag has a base 
sequence complementary to a base sequence of a first primer of a primer 
set; and 

a second nucleic acid tag bound to a second end of the 
synthesized reference nucleic acid, wherein the second nucleic acid tag 
has a base sequence matching a base sequence of a second primer of the 
primer set. 

52. (Original) The tagged reference nucleic acid as recited 
in claim 51, wherein the synthesized reference nucleic acid includes a 
base sequence representing a mutation of a gene. 
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53. (Original) The tagged reference nucleic acid as recited 
in claim 52, wherein the gene comprises a cystic fibrosis transmembrane 
conductance regulator gene. 

54-70 (Canceled) 

7 1 . (Original) A method, comprising: 

synthesizing a first mixture of various reference nucleic acids, 
wherein each of the various reference nucleic acids in the first mixture 
includes one or more tags allowing PCR amplification of the first 
mixture via a primer set specific to the tags of the first mixture; and 

synthesizing a second mixture of various reference nucleic acids, 
wherein each of the various reference nucleic acids in the second 
mixture includes one or more tags allowing PCR amplification of the 
second mixture via a second primer set specific to the tags of the second 
mixture. 

72. (Original) The method as recited in claim 71, further 
comprising combining the first and second mixtures to make a single 
mixture and differentially amplifying the first mixture and the second 
mixture in a PCR reaction by controlling amounts of the first primer set 
and the second primer set in the single mixture. 

73. (Original) The method as recited in claim 72, wherein 
at least some of the reference nucleic acids include mutations of a 
normal human nucleic acid. 
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74. (Original) The method as recited in claim 73, further 
comprising adding normal human nucleic acid to the single mixture to obtain 
heterozygous pairs, wherein each heterozygous pair includes a normal segment 
of human nucleic acid and a mutated copy of the normal segment of human 
nucleic acid. 
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AMENDMENTS TO THE SPECIFICATION 

This preliminary amendment includes a substitute specification in 
accordance with 37 CFR § 1.125 "Substitute Specification," which reads in part: 

(a) If the number or nature of the amendments or the legibility of the 
application papers renders it difficult to consider the application, or to arrange the 
papers for printing or copying, the Office may require the entire specification, 
including the claims, or any part thereof, be rewritten. 

(b) Subject to § 1.312, a substitute specification, excluding the claims, may 
be filed at any point up to payment of the issue fee if it is accompanied by a 
statement that the substitute specification includes no new matter. 

(c) A substitute specification submitted under this section must be 
submitted with markings showing all the changes relative to the immediate prior 
version of the specification of record. The text of any added subject matter must 
be shown by underlining the added text. The text of any deleted matter must be 
shown by strike-through except that double brackets placed before and after the 
deleted characters may be used to show deletion of five or fewer consecutive 
characters. The text of any deleted subject matter must be shown by being placed 
within double brackets if strike-through cannot be easily perceived. An 
accompanying clean version (without markings) must also be supplied. 
Numbering the paragraphs of the specification of record is not considered a 
change that must be shown pursuant to this paragraph. 



leeOhayes puc 509-324-92se 



10 



Application No. 10/731,419 



